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Abstract

Purpose of review Aspirin is one of the only proven therapeutic options for the prevention
of preeclampsia, an important adverse pregnancy outcome with detrimental short- and
long-term consequences to a woman’s health. The goal of this review is to provide
information about the current recommendations for the use of aspirin to prevent pre-
eclampsia and whether there is evidence for postpartum continuation.
Recent findings Preeclampsia is linked to the development of future cardiovascular disease
and adverse outcomes in women including stroke, ischemic heart disease, and heart
failure. This is likely due to vascular dysfunction and inflammation as their shared
pathophysiology. By decreasing vasoconstriction, aspirin targets these pathways,
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inhibiting cyclooxygenase-1 activity and thereby the synthesis of thromboxane A2. Low-
dose aspirin use during pregnancy has been shown to decrease the frequency of pre-
eclampsia and other adverse pregnancy outcomes such as fetal growth restriction and
preterm birth.
Summary Since adverse pregnancy outcomes and preeclampsia in particular significantly
increase the risk for future cardiovascular disease, low-dose aspirin could have the
potential to decrease onset and severity of adverse cardiac outcomes in young women.
Improving cardiovascular indicators in reproductive-aged women, a demographic that
unlike other populations (older, male) has experienced recent substantial increases in
cardiovascular disease, has important public health implications.

Introduction

Women with a history of preeclampsia (PEC) have
approximately double the risk of developing ische-
mic heart disease, venous thromboembolism, and
stroke in the 5 to 15 years following pregnancy
compared to women without PEC [1]. One of sev-
eral adverse pregnancy outcomes (APOs), PEC is a
disease that affects up to 8% of pregnancies and is
a leading cause of maternal and fetal morbidity
and mortality, with even higher rates and degrees
of severity in African American women [2]. Women
with PEC present with new-onset hypertension
(systolic blood pressure of 140 mmHg or more or
diastolic blood pressure of 90 mmHg or more on
two occasions at least 4 h apart) after 20 weeks
gestation and some combination of proteinuria
and symptoms such as epigastric pain, right upper
quadrant pain, visual disturbances, persistent head-
ache, and renal, hepatic, and platelet lab abnormal-
ities. PEC also frequently complicates the pregnan-
cies of women with chronic hypertension. In the
postpartum period, the risk for severe maternal
complications from PEC including seizures, hepatic
and renal dysfunction, pulmonary edema, stroke,
myocardial infarction (MI), and coagulopathies
persists. In 2011, the American Heart Association
(AHA) recognized PEC as a risk factor for cardio-
vascular disease (CVD) and stroke [3]. Approaches
to the prevention of CVD in women with a history
of PEC are needed.

Recent studies clearly demonstrate the value of
low-dose aspirin (LDA) during pregnancy to pre-
vent or delay the onset of PEC, and aspirin is a
mainstay of CVD prevention in adults. While sys-
tematic reviews and consensus statements have

used doses ranging from 75 to 162 mg of aspirin
daily, recommendations from the American College
of Obstetrics and Gynecology (ACOG) for LDA use
in pregnancy for the prevention of preeclampsia
specify a dose of 81 mg/day, the only low dose
preparation available in the USA [4]. Because both
PEC and CVD share many common risk factors,
aspirin may also be of benefit for CVD risk reduc-
tion for women with a history of PEC. Aspirin, a
cyclooxygenase (COX) inhibitor, targets the pro-
posed physiologic mechanisms of PEC-enhanced
sensitivity to vasopressors, inflammation, and an
imbalance in the production of vasoactive prosta-
glandins (TXA2 and prostacyclin). In terms of CVD
prevention, aspirin’s acetylation of COX in platelets
results in the key antithrombotic effect, thereby
suppressing platelet aggregation without affecting
important endothelial cell function.

It is clear that PEC can persist or worsen after
delivery but there is presently no data supporting
use of LDA postpartum either for treatment of PEC
or CVD prevention. The continuation or initiation
of PEC postpartum suggests that the underlying
processes, including vascular dysfunction, persist
in some women despite delivery of the placenta.
Therefore, the postpartum continuation of LDA
could mitigate the severity of disease, and blunt
or prevent the changes associated with long-term
CVD risk. However, the benefit of continuing LDA
postpartum to minimize PEC or future CVD has
not been assessed [5, 6]. Studies illustrate the value
of aspirin for secondary prevention of CVD, but its
use for primary prevention is controversial due to
r i sk of gas t ro intes t inal and, more rare ly ,
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intracranial bleeding. Nevertheless, three meta-
analyses have demonstrated aspirin’s benefit of sig-
nificantly decreasing risk of serious cardiovascular
events, including non-fatal MI, stroke, or cardiovas-
cular death [7–9] . In consideration of the afore-
mentioned risks and benefits, several agencies, in-
cluding the AHA, the American College of Chest
Physicians, and the US Preventative Services Task
Force (USPSTF), have concluded that aspirin is
beneficial and safe for primary CVD prevention
when used properly [10]. The USPSTF recommends

initiating low-dose aspirin use for the primary pre-
vention of CVD in adults aged 50 to 59 years who
have a 10% or greater 10-year CVD risk, are not at
increased risk for bleeding, have a life expectancy
of at least 10 years, and are willing to take low-
dose aspirin daily for at least 10 years [11]. At
present, we lack a targeted strategy to identify those
individuals in whom LDA could potentially pro-
vide a mechanistic benefit to mitigate endothelial
dysfunction and later-life complications including
CVD in women with a history of PEC.

Preeclampsia is a vascular disease

Preeclampsia (PEC), a multisystem pregnancy-specific hypertensive dis-
order, affects 5–8% of pregnancies and is a leading cause of maternal
morbidity and mortality accounting for approximately 10% of maternal
deaths [12]. A less well-appreciated impact of PEC on women’s health is
its association with later-life maternal vascular disease. A recent umbrella
review in the British Medical Journal found significant associations
between a history of PEC and increased risk of mortality and morbidity
from composite CVD compared to those without a history of PEC
[13••, 14]. Table 1 demonstrates effect sizes for cardiovascular outcomes
associated with a history of PEC and recurrent PEC [13]. For CVD

Table 1. Cardio- and cerebrovascular disease outcomes and effect sizes associated with history of preeclampsia and
recurrent preeclampsia (adapted from [13]—BMJ umbrella review from 2020)

Adverse pregnancy outcome
and fatality outcome

Effect size (95%CI)
Composite
CVD

Ischemic heart
disease

Stroke Heart failure

Preeclampsia Non-fatal OR 2.24 (1.72 to
2.93)*

OR 2.74 (2.48 to
3.04)**

OR 1.73 (1.46 to
2.06)

OR 2.95 (1.10 to
7.90)

RR 4.19 (2.09 to
8.38)

Fatal OR 1.73 (1.46 to
2.06)

RR 2.10 (1.25 to
3.51)

RR 1.97 (0.80 to
4.88)

–

Fatal and
non-fatal

– – – –

Recurrent
preeclampsia

Non-fatal – RR 2.40 (2.15 to
2.68)

RR 1.69 (1.21 to
2.35)

RR 2.88 (2.23 to
3.72)

Fatal – – – –

Fatal and
non-fatal

– – – –

*Moderate PEC, **Severe PEC
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subtypes, PEC history was associated with increased likelihood of
experiencing heart failure, fatal ischemic heart disease, and non-fatal
stroke [15]. Furthermore, a history of recurrent PEC was associated with
an even greater increase of composite CVD, coronary heart disease, heart
failure, and cerebrovascular accident in comparison with an episode of
PEC followed by a healthy pregnancy [16]. In an older meta-analysis
with 198,252 preeclamptic women, it was concluded that in comparison
to women with normotensive pregnancies, women with PEC have a 3.7-
fold (95% CI, 2.70–5.05) relative risk for developing hypertension
14 years after pregnancy, a 2.16-fold (95% CI, 1.86–2.52) relative risk
for ischemic heart disease after 12 years, and a 1.81-fold (95% CI, 1.45–
2.27) relative risk of stroke after 10 years [1]. In addition, the severity of
PEC is correlated with the severity of CVD later in life [17]. These data
led the AHA to include PEC as a clinical risk factor for CV screening in
2011 [3, 18].

Shared pathophysiology between preeclampsia and
cardiovascular disease

The pathophysiology and trajectory of post-PEC vascular disease may
differ from classic ischemic disease, as endo/microvascular dysfunction
may play a more central role than atherosclerosis and plaque rupture.
This suggests that identification and preventative treatments may need to
differ from those traditionally used for primary CVD prevention. In
preeclampsia, the most probable initiating event is placental ischemia
which leads to the release of factors that cause maternal vascular endo-
thelial dysfunction [19]. Endothelial dysfunction results in generalized
vasoconstriction and reduced blood to multiple organs leading to the
systemic PEC phenotype [20–23] Although PEC is unique to human
pregnancy, it shares biological and pathological similarities as well as
many risk factors with CVD (Fig. 1) [25–27]. Endothelial dysfunction
and inflammation are fundamental mechanisms for the initiation and

† denotes moderate risk factor for PEC

‡ denotes high risk factor for PEC

Fig. 1. The overlap between known risk factors for CVD and PEC (modified from [4, 24].
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progression of both atherosclerosis and PEC [27–29]. PEC is considered
by many as either an early manifestation of CVD unmasked by the
challenges and characteristics of pregnancy or, as described above, a risk
factor for future CVD.

Cardiovascular disease in women and association with
preeclampsia

Cardiovascular disease (CVD) is the leading cause of mortality for
women and a significant contributor to morbidity as well [30]. For the
past three decades, dramatic declines in heart disease mortality for both
men and women have been observed. Recent data suggests stagnation in
the improvements in incidence and mortality of coronary heart disease
(CHD), specifically among younger women (G 55 years), making it crit-
ical that we understand the contributing factors as they may be modi-
fiable [31]. CVD prediction models using traditional risk factors are less
applicable in young adults [32] [33]. In the USA, the proportion of
hospital admissions for acute MI for adults less than 55 years of age
increased from 27 to 32% between the periods of 1995–1999 and
2010–2014, with the greatest change in women aged 35–54 [34]. Be-
tween 1996 and 2007 in Western Australia, hospital admissions in
adults aged 35–54 for acute MI decreased by 0.2% in men while
increasing by 4% in women [35]. On average, as early as 10 years after
experiencing an adverse pregnancy outcome (APO)—examples include
PEC, gestational diabetes mellitus, placental abruption, low birth weight,
and preterm birth—young women could be susceptible to CVD events
[36] [1]. Those who develop acute coronary syndromes have worsening
indicators compared to men—longer hospital stays after admission,
higher readmission rates, and higher mortality [37, 38].

Although many commonalities in CVD risk factors between men and
women exist, there are several apparent differences. Traditional risk
factors for CVD such as diabetes and smoking affect women dispropor-
tionately and may not be adequate to fully explain increased likelihood
of CVD in later life [39, 40]. Furthermore, the contribution of female-
specific risks such as reproductive risk factors—i.e., APOs and
gynecologic/fertility complications such as recurrent pregnancy loss, pre-
mature ovarian insufficiency, polycystic ovarian syndrome, early meno-
pause, endometriosis, and pelvic inflammatory disease—remains under
recognized [41]. Women with such reproductive risks have often been
found to experience early manifestations of vascular changes. At 1 year,
women with PEC have six times the readmission risk for acute coronary
syndromes, with a tendency to present with a more severe type of MI
than women without PEC [42]. Endothelial dysfunction has been spe-
cifically linked with preeclampsia and other complications such as re-
current pregnancy loss and could persist beyond the adverse reproduc-
tive event, leading to further vascular complications and increased risk
for future CVD [43]. Interestingly, biochemical risk factors for CVD
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including elevated concentrations of cholesterol, glucose, and triglycer-
ides have been shown to remain many years beyond a hypertensive
disorder of pregnancy [44].

How does aspirin target these shared pathways?

The World Health Organization estimates that over 75% of premature CVD is
preventable, and that early risk factor amelioration is critical [45]. Primary
prevention strategies for risk reduction through lifestyle changes/behaviormod-
ification, targeted pharmacotherapy with aspirin and statins, and aggressive
treatment of hypertension have reduced CV mortality. Given the mechanistic
overlap between PEC and CVD, there is biological plausibility for the use of
these drugs in the postpartum period to modify ongoing risk. Early identifica-
tion of increased CV and cerebrovascular risk may afford opportunities for
health education, behavior modification, pharmacologic interventions, and
tailored longitudinal care which may improve long-term health for mothers
and their families.

Treatment: aspirin
Aspirin, endothelial function, and preeclampsia during pregnancy and early postpartum

By inhibiting cyclooxygenase-1 (COX-1) activity and thereby the synthesis of
thromboxane A2 (TXA2), aspirin reduces vasoconstriction. Aspirin has also
been shown to improve vasodilation through COX-independent mechanisms,
such as the inhibition of a non-receptor tyrosine kinase known as proline-rich
tyrosine kinase 2 (PKY2) in vascular smooth muscle cells. Exploratory clinical
trials have also suggested that LDA (but not all salicylates) improves
endothelium-dependent vasodilation by increasing the release of nitric oxide
(NO) from the vascular endothelium and stimulating the activity of endothelial
nitric oxide synthase (eNOS) [46]. Additionally, aspirin targets enhanced sen-
sitivity to vasopressors, inflammation, and an imbalance in the production of
vasoactive prostaglandins (TXA2 and prostacyclin) that leads to the vasocon-
striction of small arteries and platelet activation [47–49] . The exact mecha-
nisms of risk reduction with aspirin in patients predisposed to PEC are not fully
understood but likely relate to its impact on endothelial reactivity.

Several studies have demonstrated the association between endothelial
dysfunction and a high incidence of CV events [50]. A significant relationship
between endothelial dysfunction and diastolic dysfunction, and hypertension
has been previously described [51]. A decrease in the release of nitric oxide
(NO) from the vascular and endocardial endothelium is involved in impaired
vascular and myocardial relaxation [52]. Disease severity may affect the pres-
ence andmagnitude of changes in flow-mediated dilation (FMD), a measure of
endothelial function. FMD is a non-invasive endothelial function test that
predicts CV event risk due to the physiology described above. FMD measures
the change in artery diameter in response to reactive hyperemia. Baseline artery
diameter and blood flow velocity are measured using duplex ultrasound. An
occlusion cuff is inflated to stop blood flow to the lower arm for approximately
5 min. Ischemia in the tissue distal to the cuff causes the distal vessels to dilate,
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lowering vascular resistance. With release of the occlusion cuff, the reduction in
downstream resistance dramatically increases blood flow to the arm. This
endothelium responds to the resulting increase in shear stress by releasing
vasodilators, including NO, which causes dilation in a healthy artery. In a
patient with vascular dysfunction, dilation is reduced or absent and FMD is
therefore low [53]. A recent meta-analysis concluded that for every 1% increase
in brachial artery FMD, the relative risk of CV events was 0.87 (95% confidence
interval 0.83 to 0.91) [54].

Similar to hypertension, systemic inflammation and endothelial activation
play a role in PEC, resulting in the impairment of endothelium-dependent
dilation. A FMD value ≤ 10% is consistent with the presence of endothelial
dysfunction [50]. Recent work has revealed that aspirin induces NO release
from vascular endothelium, due to acetylation of eNOS protein, thereby pro-
moting vasodilation [55]. Several studies have shown that aspirin use at various
doses by patients in early and advanced stages of hypertension improves
vascular function [50].

The existing literature for endothelial function in pregnancy and the post-
partum period demonstrates that FMD is lower in preeclamptic patients com-
pared to normotensive women. Although FMD increases in womenwith PEC at
about 4 to 6 weeks postpartum, it remains lower compared to women who
were normotensive throughout their pregnancy for up to 3 years postpartum
[43, 53, 56–63]. One study that examined women with PEC, including 47% of
subjects with severe PEC, found persistence of endothelial dysfunction after 10–
20 years [64]. However, there are limited studies in the literature investigating
the impact of aspirin on the endothelium, particularly in patients with PECwho
are pregnant or postpartum. Since endothelial dysfunction is critically impor-
tant to the pathophysiology of PEC and linked to future CV risk and stroke in
patients affected by this disease, it is necessary to better understand the role of
aspirin during the postpartum period for mitigation of adverse outcomes.

Additional adverse pregnancy outcomes (APOs)
In a patient with one ormore high risk factors for PEC, the incidence rate of this
APO is 8% higher than in a pregnant woman without risk factors [4]. LDA,
when given to women with moderate to high risk for PEC, reduces the frequen-
cy of PEC as well as other APOs (preterm birth, growth restriction) by approx-
imately 10 to 20%. A meta-analysis from 2019 (encompassing 74 trials and
more than 40,000women, with 9 large trials recruitingmore than 1000women
each) reported that LDA led to small-to-moderate benefits, including reduc-
tions in PEC (16 fewer per 1000 women treated), preterm birth (16 fewer per
1000 treated), small-for-gestational age newborns (seven fewer per 1000 treat-
ed), and fetal or neonatal death (five fewer per 1000 treated). Overall, admin-
istering antiplatelet agents to every 1000 women resulted in 20 fewer pregnan-
cies with serious maternal and neonatal adverse outcomes [65].

These observed benefits of LDA use during pregnancy highlight the link
between APOs such as PEC, spontaneous preterm birth (sPTB), and fetal growth
restriction (FGR) and long-term CV risks, as well as the potential utility of LDA
following APOs in addition to PEC. Although separate diagnoses, APOs are a
group of interrelated disorders that share clinical features and risk factors with
CVD, thereby suggesting a shared pathogenesis similar to PEC, involving
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inadequate placentation, inflammation, vasospasm, and maternal endothelial
dysfunction [66–68]. The shallow trophoblast invasion and insufficient uterine
spiral artery remodeling in a pregnancy complicated by an APO lead to defective
placentation with features of malperfusion, ischemia, and inflammation, as
well the production of anti-angiogenic proteins such as sFLt1 (soluble fms-like
tyrosine kinase-1) and inflammatory cytokine proteins, which can be picked up
in the maternal bloodstream [68, 69].

Due to this possible pathophysiology, women with a history of APOs—not
only limited to PEC—have a higher risk of future development of CVD risk
factors and overt CVD compared to women without any history of APOs. This
includes progression to coronary heart disease, stroke, and heart failure [1, 36,
70, 71] . Just as with PEC, microvascular dysfunction, arterial stiffness, and
myocardial dysfunction can emerge during other APOs such as sPTB and FGR
and fail to improve postpartum due to continuing CV damage from inflamma-
tory and anti-angiogenic mediators [72••]. This can lead to significant and
premature CVD after an APO. Again, whether this is a singular pathway that
is causative or unmasks a preexisting vulnerability resulting in CVD remains to
be seen. As was discussed in detail with PEC, the use of LDA immediately
postpartum and soon after recovery from an APO such as sPTB and FGR could
be a potential key intervention in interrupting the progression from APO to
CVD, while the disease process is still in its subclinical phase. However, the
exact mechanism by which sPTB and FGR lead to CVD is less well understood
[73, 74].

Standard dosage
Since pathologic features of PEC develop weeks before early disease is apparent,
early therapy (ideally at the end of the first trimester and before 16 weeks) may
be important. The evidence regarding initiation prior to 11 weeks is inconsis-
tent. Themajority of trials have initiated therapy before 28 weeks, and initiation
after 16 weeks may still be effective. In the ASPRE trial, high-risk women were
randomly assigned to receive 150 mg aspirin or placebo between 11 and
14 weeks, resulting in a significant reduction in odds of preterm PEC (G
37 weeks) with LDA therapy [5].

The optimal dose of aspirin is controversial, with systematic reviews and
consensus statements using different amounts, ranging from 75 to 162 mg
LDA. The USPSTF, Society for Maternal-Fetal Medicine (SMFM), and ACOG
recommend 81 mg daily, which is commercially available in the USA and has
proven efficacy [4, 24]. A higher dose of aspirin can be achieved by using one
and a half or two 81 mg tablets. Groups such as the National Institute for
Health and Care Excellence and World Health Organization suggest a 75 mg
dose, while the Society of Obstetricians and Gynaecologists of Canada and
International Federation of Gynecology and Obstetrics recommending 75 to
162 mg and 150 mg doses respectively [75–77]. Of note, there has been no
head-to-head comparison or meta-analysis comparing doses less than 100 mg
versus doses equal to or greater than 100 mg. A meta-analysis in 2017 by
Roberge et al. suggested a dose-response effect of aspirin (50–150 mg) in early
pregnancy as it relates to prevention of preeclampsia, severe preeclampsia, and
FGR, with higher doses associated with greater risk reduction [78]. A subsequent
meta-analysis in 2018 by authors of the aforementioned 2017 study involving a
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subgroup analysis of preterm preeclampsia and term preeclampsia concluded
that aspirin at a daily dose of 100 mg or greater when initiated at 16 weeks or
earlier reduced risk of preterm preeclampsia but not term preeclampsia [79]. In
contrast, the beneficial effect of LDA was found to be consistent, whether
treatment was started before or after 16 weeks, in a study by Meher et al.
pooling individual data from 31 high-quality RCTs [65].

Contraindications
LDA has an excellent maternal/fetal safety profile in pregnancy with a low
likelihood of serious maternal or fetal complications, or both, related to use.
The short-term safety of the drug at low dose is well established for use in the
second and third trimesters. The maternal and fetal risks brought into question
as they relate to aspirin exposure in pregnancy will be not be discussed in this
review, as our main focus is on the potential benefits of LDA use in the
postpartum period in the setting of APO.

ACOG and SMFM currently recommend against LDA use solely for the
indication of a prior unexplained stillbirth, FGR, or spontaneous preterm birth
in the absence of risk factors for preeclampsia. Furthermore, LDA prophylaxis
should not be used for prevention of early pregnancy loss [4].

Allergy (e.g., urticaria) and individual sensitivity should also be considered
as potential causes for serious reactions such as anaphylaxis; therefore, patients
with hypersensitivity to NSAIDs and salicylates should avoid aspirin due to
significant cross-reactivity. Additionally, patients diagnosed with nasal polyps
should not use aspirin, as this could result in life-threatening
bronchoconstriction. A history of gastrointestinal bleeding, active peptic ulcers,
other sources of bleeding (gastrointestinal or genitourinary), and hepatic dys-
function are considered relative contraindications to LDA.

Main drug interactions
Caution should be exercised and close monitoring should be implemented
when using LDA with any drug that enhances its antiplatelet effect as well as
agents with antiplatelet or anticoagulant properties. However, theoretically, at a
lower dose of aspirin, these concerns regarding potential complications are
much less significant. In terms of antihypertensives, salicylates may increase
the nephrotoxic effect and decrease the therapeutic effect of angiotensin-
converting enzyme inhibitors. Calcium channel blockers may enhance aspirin’s
antiplatelet effect. Aspirin may diminish the diuretic effect of loop diuretics and
loop diuretics may increase the serum concentration of salicylates.

Main side effects
The majority of systematic reviews of randomized controlled trials (RCTs) did
not find an increase in hemorrhagic complications associated with LDA use in
pregnancy. The previously mentioned 2019 meta-analysis by Duley et al. dem-
onstrated that LDA may have slightly increased the risk of postpartum hemor-
rhage greater than 500 mL, but this was not based on high-quality evidence due
to a concern for clinical heterogeneity in blood loss measurements [65].

Some advocate for discontinuation of LDA at 36 weeks or 5 to 10 days
before expected delivery to decrease risk of bleeding during delivery; however,
no adverse effects related to LDA at delivery have been demonstrated. ACOG
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suggests use of LDA until delivery, which should theoretically safely be able to
be continued postpartum unless a complication such as postpartum hemor-
rhage or severe thrombocytopenia is noted. In the scenario of an obstetric
complication that increases risk of bleeding, stabilization and/or resolution
should be observed with consideration of use of LDA postpartum on a case-
by-case basis. Of note, long-term daily aspirin use in non-pregnant adults (less
than 300 mg/day for more than 5 years) has been associated with an increased
risk of major gastrointestinal and cerebral bleeding events [80].

Additional side effects are those listed on product labeling, which include
gastrointestinal (ulcers, gastritis, gastrointestinal erosion, heartburn, nausea,
stomach pain, vomiting), hematologic (anemia, blood coagulation disorder,
disseminated intravascular coagulation, hemorrhage, prolonged prothrombin
time, thrombocytopenia), and hepatic (reversible hepatitis, hepatoxicity, in-
creased serum transaminases) side effects. These adverse effects are dose related
and thus should be rare at the low doses discussed in this article.

Special points
In addition to considering use of LDA postpartum in women with APOs to
decrease risk for future CVD, identifying the characteristics of a subgroup of
women who are most likely to respond to LDA treatment would improve
targeted primary preventative efforts to decrease the development of CVD. This
would also provide clearer insight into the known link between PEC, sPTB,
FGR, and development of later-life CVD. LDA is affordable andwidely available
and has the potential to decrease maternal morbidity and mortality during the
postpartum period and beyond by slowing down, stopping, or reversing CV
dysfunction through structural, functional, and vascular mechanisms, and po-
tentially lowering blood pressure.

Women with a history of APOs have a significantly greater relative risk of
later-life CV events and death, as demonstrated by multiple studies worldwide
[1, 81, 82]. Our country’smost expensive disease, cardiovascular disease (CVD),
is the leading cause of death in women and rates of coronary heart disease are
increasing in US women [30, 83, 84]. The possibility for LDA in the postpartum
period to reduce vascular dysfunction associated with APOs and thereby sever-
ity of future CVD has the potential to change practice as well as impact a very
important, wide-ranging, and costly public health issue.

Cost/cost-effectiveness
LDA is widely available and can be purchased relatively inexpensively, over the
counter.
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